
October 19, 1999

Dockets Management Branch
Food and Drug Administration
Room 1061
5630 Fishers Lane
Rockville, MD 20857

Docket Number 99P-2247/CPl

Dear Sir/’Madam:

Mikart, Incorporated respectfully submits the enclosed additional material, in quadruplicate, for your
review and consideration.

This additional material for review and consideration is warranted due to the inadvertent omission
of the How Supplied section from the reference listed drug labeling in the side by side comparison;
therefore, a revised side by side comparison and explanation have been submitted.

If you have any questions concerning this petition, please contact me at the number and/or address
below.

Cerie B. McDonald
President
Mikart, Incorporated

CBM/ssk

Attachment

Mikart, Inc. “ pharmaceutical Manufacturers
1750 Chattahoochee Avenue “ Adanta, Georgia 30318

404-351-4510 ● Fax 404-350-0432



SIDE BY SIDE INSERT COMPARISON
REFERENCE PROPOSED_
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PROPOXYPHENE YAPSYLATE ,A.YD .ACETAM1?JOPHEN

TABLET.YCAPSULES L!SP

o

DESCFWWON

(Pmpoxyphmc Mpsylate md .\cetaminophcnl is supplied in mblet ormpsule form formal

adnmmmion.

Each tabkt/capauie contains:

Pmpoxyphcnc WpsylateU SP . . . . . . . . . . . . . . . . . . . . . . . 100mg

.4cmafmnopbeoUSP . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 325mg

Acnve [ngrcdicnw Propoxypherte WpsylaIe and .Acetarmnophen

[nacnve Inqcdiems Ambcilite, CCIIU14X F D & C YeOow %, Magcslum Stcamte. md SIctic

Acid.

Pmpoxwhmc ?@sylate UP is an odorless white cpscdine powder tith J binm !SIC. Iris V~

siighl[y soluble m water and soluble m methanol. ethanol, chlomfonn, md mctone. Chcm!ctily, It

is (M R)-a-[2< Dimetbylamino)- I -methyl ed!yl]-a-phmylphcnethyl pmp[onwe compmnd with 2-

oapthalenmdfomc Kid (I: 1) monohydmw, which can be reprear.med by the wcompanying

SUUcmrd fomlui!l

>
,Q..a xc.., ,= ./- ~Xl-.
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C=H,vYO:SC,.Jf,OIS. H,O M.’*V. = 565. -2

50mg I W: ~mol) ot’ propoxyphcne napsylace IS requued to supply m amount of p-mpox~hene

equwdem:0 that present m 32.5 mg (86.5 timol) ofprqmxyphene hydmch[oridc.
r

I

Acetannnophcn 14 -hydmxyacctamlide). J Qighiiy bmcr. white. odorless, c~stailine ~wdcr. A ?

non-opta:e, non-saiicy iate mai$eslc and mupymnc. [t has the iol Iowmg smtcrural formul.z

I

I
.M.vf =151.17

Q L__LLJ___
0113,54

Hem
i%catme ,4 this ..vw.I hwulredr old dtfT,.rwwe m .I,l IIhIi Ity, lhe

ohwrptmn rote o(vPty lor~ doses d Ih. naps, lot. +!lt . wm,li.
cmttly Iw.r !han thm ,,r,.qun,,,lar flow. r,itht. hv,lr, m-hl,,!tdm

Rew=nkd dn.e$ ,>f prnpoxyph+m. It fi.imur ,ntemnls lead !.
incmmimr plasma mncmlralinns. WIIII .? plateau .Wr !Iw nultlh
dtlwe m ’48 houl-

Pr. wxyphvnc IS mrt. htlln?.ft In [he liver to YI*I<I Is-r
propnxvphene Prqmxyphene ha. a hnlf-liie ,,f 6 to 12 hourw
whemnw that coinurprupoxvphmw m JO m 16 houm

Nnrpmpmx? phone has wbemnuallv le- cmltml-nerv.us-* v.-
cem-!ieprewmnt et%ct than propnxvphr. e huL ., ert. ot. r l.. nl
mwsth? tic effect. which t- wmtlnr !O that J ?n!ttmwvl, ne and
nmwrhythmtc wentn. such .S li.incmne ,Id w.dw.

In arumal .tudies in whmh pmpoxvphent and norpmporvvh.m
.we continuously ,nked in Inrm nmou. w, mtmrardinc ,mnd Nc-
ti”n time ,PR and tWS antewnlal wa8 pmkm@. .Anv mtrwsr.
dice condurt.rm ,kiay xttnbutable tn h,gh —tmtmcm <inor.
pmporvphewe nuY be of rrkuvnly Iotw d.muon.

O-1 “<o-’
I C, H,YO:

CLfMCAL PHARWKOLOGY

Pmpaxyphcne M J ccmially arm-q narcouc analgesic tgcnt. ‘Zqnmolar doaa of pmpoxyphme

hydrochloride or napsylaw pmwde slmdar plasma mncmn-miens. Following :dmmmarton of

65.130, or 19S mg ofpmpoxyphme hydmc!donde. [hc bioavmlahli~ ofpmpoxqhene M cquwrdem
10 dial oi 100, X0, or 300 mg respmuvcly of pmpoxyphme napsylxe. Peak plasma concmrmnona

or pmpcwyphcne w reached m 2 to 2 1,2 Sows. .Ukr J 100-mg ,oml dose !J[ propox~hene

nWYl*le. P@ Pi-a revels Of 0.05 100.1 .ymL u Xhicwd. .U show m Figure 1, lhe
napsyl.ue salt tends m & .@m-bed more slowly [ban .Ae hyi-c.chionde. ,M or near [haapcuuc

do% this abaOQ1lon difference !s small when compard wnh that mmng subjects md mmn3 dosu.

Figure I Uem plaama concentrations of pm~x>phenc m S human subjecls

followm~ m-d Ammsmuion of 65 .uuJ 130 mg of the hydmchlondc

salt md lKl and 200 mg oftbc napsyiare salt .md in - $iven 195 mg

of the hydrochloride and ?00 mg of the napsylmc salt.

HD[Figure,] ~

Because of tfus sevctal hundredfold dif%ence in solub!lity, the tisorpnon mtc of very large doses

of the napsy iate salt is s@ficamly lower dwn hat ofcquimolar doses of !he hydrochloride.

Repeated doses of pmpoxyphene m 6.hour lnwrvals lead to increasing pi-a concenmlions with

a plateau reached mier the mmh dose x 48 hams.

Prcqwxyphmte !s metabolized in (he Iivm to )ield norpmpmyphene, Pmpoxyphene ha$ a half-life

01_6 10 12 hours, whcreaa W ofnorpmpoxyphcne M ~0 to 36 hours,

Yorpropox~phcne has subswtially I= .xmral.nervous-syaumdeprrssant ctYect than pmpo~hme

but J greater lxal mesthctic etTccL which is simdaf :0 that of cummp~line and antiarrhytfumc

agent-$, .ti as Iidocaine and quimdine.

fn ammal W&a in which pupOx@me and nmpmpOxy@eae were c4minu0u.dy infiucd in large

amounts. muaurdiac conducuon tune (PR md QRS intawfa) wat prolonged Any inrncatdim

amdutmn delay aollbutable t4 twgb mnccmanmla of WpmpOx#sne In8y be of tdadwly long
durauon.
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REFERENCE PROPOSED

ACIIONS

Pmpc.xyphcne IS a mild MKouc aaaigewc xtuctutaily’ related 10 methadone. The POkcacy of

Wvxyphme n.ap+sce is i%xn cwo thuds to cquai thar of codeine.

ACTIONS
PrOpoxvphene in a mdrl nmmuc wmlgesic Wmctttrdiv mkm.d

: Propoxyphmc %psvlate and ,Acctami!wohm TidewC~psulcs rowde :he anaigsIc zc!ivity of’

to methadone The pocwtcy of propoxvphene napsvlnsr m from
@~-

pmpoxyphene napsylare and the mnpymt!c-analgeaic xtiwy 01 .mmminophen.

emml thot .fcwleme.

plWdF [he olla@wc 7cC,VttV The combincdon o~pmpoxmhene d acewftmoph~ p~uc~ -tm ~WWi~ th~ [~ P~ucd
tpyrwc.. nalgwc actj.itv r,f

nceutminophen.
by etthcr pmpox~hcne or acemminophm mlmtmsremd done.

The mmbmrttion .f pmvxyphenc. nnd ,w-t:nrnin.phm pmdttcm
grrnb-r :tnnlcmta Wm lh:,t pmdum.d lhy mthm pmqmxvphem ,or SNDICATIC?fi

acetamm.phen admmmtered alone. IS prcduct “s mdicmed for [he relief oi mild ID modcrale pare. either when pain is present alone

@ or when it M .xcompamcd by icver.
r, mdicmed ror the rcltef of mdd to nmderwe

Pam, .,ther when pam is prwent alone or when it M mmmpnntwl
! ,... —— CONTRAINDIC.\TIONS.

CON?RAINDICATtONS
Wpemwmti,itv to prupnxvphene or :ticemmanophm

WARNINGS’
● 00 not pmadbc prqmryptwtm (or patfents who cm

Wleidal Or Cddfcttml-ptma.
. Prescrlba pr.apoxyphene witCt caution for patienls

tsking Iranquillz-rs or antldepressmtt druge and
pct!cnSa wha uac MeotsOt in exccct.

. Tell your pcttita net 10 excaad the recommended
daac md to Ilmit their Intake 01 cicOhOl.

Pmwxyphene pmduccc in .XCCS.IVF do=. wther Alone
or in c.mhinntion wtth other CM d~pres.snts, :mludi”g
olcnhol. =re n major cmJsa of druc.rclntLd ffemhs. FmAi-
ties wlthi” the I%M hour .( overdo.agc arr .m Unmm.
mom In z wsrvry of dcnths due !0 ,ovmdmurr cnmluctat
in 1975. )ri .pptnmmntelv W% O( the r.tai cuwn. dmh
naurmd wtthtn th~ tinthnur IS’% occur-d wtthm 15
m]nutes). Pmpxyphrne .ho. hf “m b taken m dews
higher than tbtxw rommmemtcd hy th. physicmn, ‘The
y!dicioua prcncnbing cofpmpoxvphme M ewentml m tha
sale me of this dreg. With pcthmts who am A.pr,?sd or
mmdnl. cnnmdwntlon vhmdd be oven t.th. uw ,)( non.
narcotic mmleuwc. PnlienL* ~hmdd k mutmnrd ?hmt
lhe mnmmtant wca .C pmpoxyphene product< and .Im
hoi twcmtw d puemt ally wrunti. (-W,. dditive dh.d * .(

thc?e WItmta. flemum of ,ts :ldded deprwwutl .ff.?c!s,
pmpmyphcne should bc pfwcrdwd wtth .mmon fw three
pcttentn wh”sc nwdic.i umdition r.-qutrm the concrmu.
mnt .nd”mmtratmn of .edotiww. [ranquaiiwr., muscle
relaxants< antidepres~ ants. or ,,[her C?4.S.<lrpm.snnt
(irum. Patients should k ,ldv,~ .( the .ddiuw dFprH.
sant etT~u of the cnmbinatmrm.

Many of the prnpoxvphmw.relmted {e:,ths have
omurmd in patimml wtth pwvums histuritw r,f emmmnnl
disturhancec or mtcidal ident mn w mtempta M WAI w
histories d min”~ of tm”qulii7er~, ~lmhol, md other
CNS.acuve dm~ Soma demhs have nrcurred ,M o crew-
quenm of the wxidmsnl ,nqenthm <,{ .XCITWIVF qunntittes
(of nm~xvohe”e olom? or In cnml, i,),, li. ri wi!h .(h.r
IIr&. ”P&nb lakine pmprmvphcn. +hould be wmntd
n.t to exceed the domgc t’emmmt.nded hy the phy?mm!.

L7ruq Lkprmf..c+Pm$mx#wn., when taken m hwnt-r ,han -
rrcommended rimra mm Ionq p+mcds d“ ttm-, mm FIrrmiue dmc
dependence characterized by pmvchtc detnwdence rmd, lms m..
qurntlY. ph)’nwnl deprndenc~ .tnd rtdernnce. Pr,,pO,y@ICIW will
(only ptirt, ally ,uppm”o lhe withdmwni .vr.dnmm. ,n mdiwdw.ls
physucaily d?pendenc on morph tn. nr oth.r nmmttta ‘1’lm .hwe
Iiabditv cof pnqmxyphetw iB qtmiitouvelv .mnl.r to I IUI1 stf cmk.m.
.ithough quantitatively Iem. and pmprjxyphe”e +h,,ttld h ,,w
-bed with the same da’grw of caution apprnpm.te IO lhe u- ,.f
cmieme.

[Jmw ,,, .hnhttlofnn fittt,r,ta-[*mqmt\,pl?t.nc mny I*IWW !!..

mcntd .mdlnr phymcai ahiii tica rcqum.ti (.r I h.? pe,immnnw If
prewwdl.v llazatdnun L18ks. ;uch M inwnu I car or npwimtw
machmery The pattent shmlld bc IUWIIwmcd ~cmrdi.clv

WIECA~ONS
(h.-rnl—l%pw?phmw .hoold ho ,~dmmivtm=d wwh m“mm 18,

patients w!th hrpnlic ,w rtwal ,mpnmmrnt <t.re htcher .-mm
concentmtumn orrh.lnvcd .Iimma [inn w.?. mm

Dnt4 /nt,mctl#>lw-The <??t%irpn.w:ml #lTcct nf pmpmvphmw
is additw, wwh thnt of.1 her (“W oiqwt .IML*. mchdine %Imhd

AC i. th. CJICC with mnny mediomd .MCC.ls. i,mwmphrne iwk.
<iow thvm.t. boii. !n 0[ :3 Collcnntll,?ndv ‘Idl?lml. clcred dr,lc.
Should this IWCIJr. the Ihiuher .crum concentmmms “[ {hm ulntst
mnv rewdt ,n mcrcnwd Pim_rnamloQtc or wherw .lkcts .[ !h:d
drua %ch wsurm.ws hns. hen rrpm%.d whm! pmp,m,dw!!.
tvns ,dmantmer?d tm v.twncs *HI ?nudepr . . ..nrx. mllCIJnVI Ii-
<.IIIS <w .wartan.. hk. drucx. .S.?v.re nruml.me .ICYM. mctudi. c

coma. have occurred with cnncurwnt u.. ,o(cmbnmazefnne.

Uu?qe !n Pnmarq-Saie wc in pmmmncy h.s nm w Mw&
Ii*hcd relntwe m powhle ndverie VITWU o“ Mrrl dt.+r.pm.m.
Instances of withdrawal ?ympmms in ch? neonatv ha.? Mm
reported I_oilowtnq umtrre dvrtng pr~qnancv T!>en-forv.
PrWWPbe +mdd not he 11.wd,n pr?a!mnt wmwn ,ud.-w m the
wdemenc Of h PIwcmm t~ ~wml~i ~nefit~ ~.twc,eh *. P
wblt h~zm+s.

r!.wW , II .vttww ,MoIhrr T-t AowICVVI. ,1( ;m,pw’vh-ne h,:v+’
&en detrcted i“ lwman m!lk, [n pwtp”rtum .tudms involvmU
.urwntr mothern who w?rc flvcn propoxvphene, no mlverse
etkca were nmcd in III(MMS mcmvmtr moLher’3 mtlk.

USCUVL. Pdia:rtc Pntre. tn-%iety nnd ?lWctweneM !n padi.
atne pntientc ha.. nnt been established

IJww.fe t!? floe Elder) v—T7w rme <v{pmpnxyphww !m,.tntn>iism
mnv he I educed !n mme patwsts. lncre.sed ,imaxnR )ntrrwll

shn”ld I* cmmdered.
,\ Pntwnt Inhwmmion Sheet IS .vadahle ror thts Prcduct. %c

text follow, nft ‘How Supplied” @ion htlow
AOVERSE Rt3CTtONS

In I 9urvPv conducted In hospitnlizcd pallIV!L% less tb.n 1’> C>f
poltients tnkinu pr.poxyphene hydnwhl,mde m reromm,nfletl
do=, CXPCrIPIICd da *MS. TIW -t r~v.mty WIWU+~.IW
,Ifizn new, +datmn, nmmra. mad .nmdine Sore. Of th- ~dV*IW
rmctmm mav b+ allevtioti ir tha wtmnt Ii- down.

Other adverw r?m?uona mcludp mmstipntmn. atniommai prim.
k,” r:mh.% Iighthm.dednew. hmdnch.. wmkn..*. -pb<~rl~.
,Iv. uhorm. hnllucmammn. .md mmor v!mcl diMWhnn-

!fypcrscnamvity IO pmpoxwbcnc or uxarmnonhcn

WAJLV1?4GS

1
+ Do ❑ot prcacs-ibe propoxypiaetae ror patients who arc suicidai or addictfmt-

pmcte.

● Prescribe pt-opoxvphene with causion for patients taking tranquilizers or

antidepressant drugs mad patiensc who usc aicohoi in excxss.

t Tell your patients noz to exceed the mcommendcd dose and to iimit their intake

of alcoboi.

Pmpox)phcne pmducuA in excessive doses. either done or m combination WIdl o[her CNS

dcpres.samta. including alcohol, JR ~ major cmse oidruij mixed kcths. Facdiues WI[hin [he

first hour of O.CrdOSa$e m not uncommon, [n a stuwy of demhs Am 10 overdos.a~e

conducted in 1975, appmxim@ y 3)% ofthc fmd ms.cs, .leath cccurrcd within the 51’sI hour

(S% occurred vmhin Is minutes). propox>~hcne should not be mken m doses hifier than

those mcormmcfsded by the physician. The judicmuc prescribing of pmpoxyphcne IS

essentml 10 the safe usc of this drug. With pa[ienw wbo we kpres$ed or sutcldal,

considemtion should be given to the use of non.mscouc analgesics. Pauems should be

cautioned &ut the concomitant usc oi pmpox.yphcnc pmduct.c md alcohol bmmsc oi

pmemiaily serious CNS.,tdditive effkcca of these ~gents. BccmIse of its xidcd depressant
etkas, pmpoxyphene should IX pt-rscnbed with caution for those patientr who= mCdiCi

condltlun mqwres [he concomi!am timmmsrwion of scdxives. tranquitizem muscle

mhxiWa. mtrd~rcssanu. .x other CXWept-cssant dmg Ptiwnts shouid be ui$mcd of *C

additwe depressant @cts oidwsc combmattons.

Many of the pmpoxyphcnc-mlztd detsbs have occurred in pantm!s with prcwous tusumcs

of cmoctotul dismrbsncca or suicidal idcuion or ~ttempts .s well m histofies of mm.se ot

Cranqullizcra. alcohol, md other CW.amrve dtugs. Some kchs have cccurrcd JS J

CO~UCIICC of the acdcmal ingeataon of exccs-swe quanuues of pmpoxyphenc done or m
combinartotr wi~ odm drugs. paatmta raking prqroxyphsm should be wamcd not to excaxi

the dosc~ rccommcndad bv the phywcian.

D?wg Dcpendemce
.—

Pmpoxyphcne. when wkmt in bighcr.than.recommended doses over long permdc of nme can

produce drug dependence characwnzcd by psychic dcpcndcnce md !a!a frequently phywcal

dependence and rokmcc. Pmpoxyphme wdl only parmdly suppmc the w!thdnwal ay?tdc’ome m
mdiwduals phv$lcally dcpend~t m rnorphlne or o!ber narcotw.s. The ~busc liaknliw Jf

pmpox~hcne IS quamimuvely !ss. md pmp&yphcnc should be prcccnbcd with .d!e same degcc

of cmdon ~pmpn ate {o the usc of codeine.

fisa~e in ..lmbulatoq Patients

Pmpoxyphene may lmpa]r [he mcntai md,or phymc~i titlims rqmmd For [he pcrfmmance of

polenll.dly bmdotu [xks. such .ISdnvi”~ a <X or openmn~ machme?y. The pam!!t should be

CWt,oned occordingiy

PIWCAL!TIO!VS

Ge.eraI
Pmpoxyphene should be tinums[ercd with ca”uo” m pawms with hepauc or w31 impmimenl

since higher scrurn concectmt!ons or delayed eiimtnmon may occur.

DW fnfamcdon$

The CXS4epms5aJN 8TCCI of propm~hene !s tiditite w][h :has of other GLS &prcssards,

including alcohol. % m the case with mny medicnml ~Sen!s. pcopox}pbcne may $Iow :he

membelism of J concomitantly .tdtmmstercd drug. Should :h:s occur, [he higher serum

concmctmons o< [hat dmg may result ,n mcrmsed phamnwoioglc or mdvcrsc Wmts of th dreg.

Such occurrences have been repxtcd when propoxy~hcne ,.vas dm!n!$[crd 10 patIcms Jn

amidepressams. mticonvuiams, w wwfinn-like dtugs. Severe neunslog!c siqs. ncluding coma

have occurred wjth cmcurrem use ofcti~~~lne.

Urafe in Prqsancy

Sat’e use ofpmpc,xyphmc m pm,grancy has not been cstatdished rclati$e IO posslbie odvmsc e%cts

on femi development. In$lanccs ~i wlthdmwal symptoms m [he mmwe !have been rcponed
(ollowm~ usa!e during prcgrmncy Therefore, pmpox~phcne should not be used m Prrgmmt ‘*omen

unless, m [he !udgnwnt oi the ghys]c)m. the Fmnud benefils ounvekgb :hc posstbic hums.

L’saqe iIS ,Vursing .Wshers

Low Ieveis oi propayphcne have been detected in hunxm mdk. [n posmmnum srudies mvobnng

numm~ mmhcrs who where gwert pmpoxyphene. no advcme etTecu where nmecl In influm rccetvm~
mother’s milk.

L’sayc in Pedium’c Parients

Safkty md eifecnvcncss tn pediatric panents have no! IWCII established.

Gsaqe i. the Elderfy

The me of pmpuxyphcne metabolism may be reduced in some pauenc% [ncreasc dosing inmt%’ai
should bc considered.

.+ Pattern lnfom.,~ion Sheer IS wailable for !& pmdwc. SCCthe Iext iollowmg HOW’ SUPPLIED

section below.

.mWRSE REACTIONS
[n a survey cond”cwd n hospltalizej patt.mts. ‘CSSthan I % of pancms taking pmpax~hme .1

,=ommcndcd .IOW e~penmced ,ide er%cm The mosl kqumrlv reported were Jizzmess.
&cclon. n~ wd .orruung %m= of UICSCJ&m -IIOM may ~ .IIIcV,aid !(MC p~ICM 1,=

down. OtheI tivmse r.xumms mcludc conmpauon. dommai pain, dun rzshcs. !ightlwadcdnes.s.

h-he, .veakrmss. ?uohonz dyspnon~ Wlucjm}ons M mmor visual Jtmrbances



SIDE BY
REFERENCE

I.iwr dv.functmn Ihns Earn nymrtrd n :,swc,ntion wall, 1.,118
;II’t, v<. twn,p,, n,., !t. ,,1 Ii,, m’,,m.l .)4 ;(I ,,,,1 11:,..,8 (’,.1 ,V 1(111

[%opnxvplwtw thernoy lms hwn WIIIICMLNI wIt h ,lhnorn!nl Iiv,.r
function tests and, more mrrv, with ,nmnnru ,,f rwm%hle jnun.
dim I mch)ding chdesmuc Jaundice, [fepetxnecrmt.mav rwult
fmm XCULSovm!frw of nmtarmnophen c.W Mwmwm.nt d -w-
dcaasv 1 10 chronic ethnnmi Ihusem, thjs hos been reported rarelv
wtth shcwt.term me <,(mtammophen domgcs O{2.5[.10.#dny
Fatalitms have omurmd.

Renal paptllary necrosis mny result from chrOn, c
acemmmophm me. particukwly whrn Lhe dumee IS mater thnn
rcmmmended wni when c.mhmed wtth .. fnrin

Subacute painful ,nyopti thy has occurred rollowinfr chmn,.
DIVPUXYDhena .wcn+””.n-

SIDE INSERT COMP.AIUSON
PROPOSED

Liver dysfurtcuon has been r~ncd m wsuctauon wtth bufh xtwc components of l+upxy~hcne
?@s$ylate ad Acccumnophsrt TtiiewCJPsulcs. F’mpaxyphme therapy has been JSSO.XMCdwith

abnurmal !ivm hmctton lesrs md. more raml y, wuh instances of rcvcrwb[c jmusdice (including

cbolastauc jaundice), Hcparlc nscmsw may resull Itum mtIe overdose of uetammopbcn \sec

Wnagcs’ncnt oiOvmdosageL h chrumc ethanol bums. [his has been repormd rarely WIfh sbon-

tcsm uee of o.cetasmnophcn dosages O( 2.5 to 10 yday. Fwliries have occurred.

Renal papdlasy necrosis m~y result dwomc wetaminophm use. pamcuiarly when the dosage M

gremer Than recommended and when combmed wllh aspmn.

Subacute pamfil myopathy has cwcurred following chronic propoxyphene ovdosase.

SAGE AND AOMINIS
Y. w ~TION

aa needed for prntn The maxtmum recommendt>d aien~ >f
is product IS gmcn omllv The usual dosage M 100 mg pmpoxyphcnc napsy late and z

pm!mmhene nap!wime m 600 mg prr dfi.v.
Comwdemlmn !h.uld h- mvm t. a reduced total rfa,lv ,Insnfre (n +=?mgperday Comdmionshouidbez !ven,oardu.to.dal,

w x needed for pare. The mammum recommended dose of

pmtenta =Ith hepnt,c n? renal impairment.

MANAGEMENT OF OVEROOSAGE
[n all msev of .w~p+cw.d .verdnsae. cnll your ~wonnl p~,.”,~

Control lhtw to obtnin the mnm up-twlatr lnfi,~~c:”t> IbIUI~
the treatment nf nverdnfie. Tht~ rer.mmendnltl*n is mnde
bcsmw. in general. in fnnnothm rrqmdina the tnwrment ofover.
dmnm may chnnm more mpuilv thn. do packnt!e tnnerts.

lndtal mn.iderntion should k gw.n w the mmW.m.,lt IIr !IIU
(;NS ct%ts uf pmpo~hene overdomqe. Renmc,tative meo.um
dwwld he !mtintcd pmmpclv.

Svmpmms ,1( Pmfmnphme fhwnfouwr-l%e mnmfemti.ns 4
rm.tlr ovwdnwure with pmpnxvphene am thosr ml”nnrcol ,C mvv.
dmaer The pntimt i~ tmmil.v wnmohwt 1.0 mny hr .turnl~~,< ,,r
mnmtnw mid mnvwlsmg, Rcq>umtory Jvpm.snion i. dmrncwrwc
The vrt, t,lut.w rate .+,*W,W tidal .,dume IS decrcmml. whwh
msultn m rrynmms aml hy~mn. Pupds. initi ail? P,nlm,,,t. ntnv
time riilatcd m hypnxin mcrmmes l“hcvnP-Stokm m~P1rnl,f)n
mnd apnen moy omur Word pmrmm’e md heart m~ I!? ‘MU>dlY
normnl initudly, hut bloml prmmurc falls mid cardiac y~o~:)f)~
drtenorat~. whtch ultlmntr+’ rmuifa m pulmonIIW dema ‘,ml ~lr.
mdatnrymllapse, ,mle5* the resparmor? l*vr-~t~ ,s mrr=l~
and ndequale wwmlmmn is re,tnred pmmpd? ( ‘ardi.c .~mh?~h-
mmn nnd mnductirm delny may be pr!wmt..!mmh!ndrl’-P, m-
!nm. metabolic actdoms nmur% .wTnu LO wtnsnzd f’~2 ,h~~~’1~
mnI nnd to Inctlc ficid formed lurtn K annervt,,c ZIvrnl?’”l-
.Actdnmtn mnv he .wcre ,f larm amounts of miic? late. hav. >Iw
hem Inqeswl. Ileuth mnv nmur

Tr..rmment vi Pmprnmphtne f)ver,{n.”ff.-, ittent)on .hotdd the
directwl fin! toIWahlishmi! . pntettt airway md !. rrst.nn$!
.entthtt inn \trchantcnllv ww+tmi .et)t,latmn. ~,!th or ...,th,,~jt
!,XVKCXI.mnv he rqutmd, md pnmttve prmwm msptmtifm may
be rfr+nrnhle if pulmonw’y odenm M present llw nnrmt!c mtmo-
nmt mdoxone will mnrk?dly reduce the degree ‘,( re*Plrntnm
deprnwm. .md II. I to 2 ma .houid h-? sdmmwlc~ PmmPtl~.
pmterabiv >ntmv.-nousiv [r the <dmtmd km! (If cwntem~,g)n
wtth ,mpmvrment an rwp%rawry runctiona is not .hmm~. nnl,~~.
one .hndd he mrmtd ,m 2- to :3-mmwe ,nte!%d~ “The duratwn
.fact!nn ,,f the immqomst may b? brmf. If no rwpnnme M nh.en’wl
at%.r Ifl mg of m+oxnnc have %“ dm!n! mered, rhe dmmvw- ‘.f
prnpox~hcoe h)xtmty .houid he ,vmsttt,nn+. Vnl.XOn~ mm? I iW
be ndmmwwrrd by contirmnus inttnvent>us in fuswn.

Tr.-atm.. t of Pr”poxvphen* Otvrdowv% <t: P.dtntrrr
Pnnt.t*-The usual mthal dmw .( nalmme !n prdmtnc pan.nL~ w
0.01 mwkg WV ~w!cht oven }ntmv*no\)si? IF th)~ d~ ‘i- ‘)-
msuit m !hr drw?d d- O( dinwd ,mprtm.nnent. , .uhnequtmt
inerrnnul III-W II{ o I mwkg Mv wwht .,IIV ~ ><lmml~~mi 1[
m W mule of Idmrnwtrntmn !, not rwmlnhl f.. [wd.~one tn.. w.
,m-fmmmtwod l!d or .A-utmwously m Hivtdrd dmw If In-wcnm.
“nlovnne mn tw dilttttwl w,th Sts.nle Wntw h [,,PxIwP1

Blood case., PH. ,nd ,lcctrolvre~ Zhot#ld be mon!tnrvd IN
!mlc.r ! h.nt nctdosm md ,Jn.v Aectmlvtr dlwl!rl~nnc? lPrp.?nt IIXI$,
he mrrrctrd prnmptlv :iadosm, hypoma. md m.nrr.l, md [“SS

1–===- ‘“‘w “~)

IDAFfVOCET-@ 50 and DA fWOC~-I@ 1C41
(Propoxypfmsne Napsylale and -0

4

AceIammoohsn Tablets. USP)

dosage in paticnfs wids renal impamnent.

MANAGEMENT OF OVERDOSAGE
fn alfcam of suspected ovcrdosage, call your rcgmnal Potson Control Ccnms 10 obram fhe mosI up-

m-date miormaoon hut the mearment of overdose. TbJs recmnmendrmon IS mude, because. m

genend. inforrnanon regarding the ueaunem of ovm’dosage may change more ~idly than Jo

pack~ge mats. Imnai consldemtion should be gm?n to the manazmnent of the C?lS et&ts of

pmpux~hene ovcrdosagc. Rcsuscimtivc mm.sures should be mmmd promptly.

Symptoms of .%poqphene OJcrdosaFe

The mantkwmons of xute overdosage w!th pmpuxyphcnc arc [hose oinmonc ovcrdosage. The

pauem !s usually sumnolent but may be Jupumus Or comatose and :onw.dsing Respuaory

depression ISchanuxmshc, The vennlatofy rme tnd/or ndd volume IS decreased. wluch results in

Wsls @ h~xm PupIIs miually pmpomt. may become dilated w hy’poxm mcrezses. Cbeync.
Stokm respiration md qnea may occur. BIcal pressure md hem rue ~ usually not-d inttizily,

but blood ?ressufe ?dls md cwdmc pcricmnmce Jctenomtt?s. vhlch ultimately results m ~uimon~

dema md :uculatow collapse. unless the rcspwatoy deprmslort IS corrcckd JIXJ tiquxe

vcmdanon is restored pmmpily Cmdiac &rrhy7bMhm md conduction delay may be prcmn[. +
mmbinrd respmtoymetaboiic mldosis occurs owing to retained CO: I h~erczp ma)md to lactic

wid formed Junng wmcrobic giycoiysis. .+c]dosis may be severe I f !-c mounts of ialicylms
have al.sa been mtywd. Dcmh may .xcur.

Treatment of Propoxypkew Owrdosare

.Ntentton should be dimctcd first to establishing J patent urxay md :0 -eeIoring vcmi! anon.

Wchamcaily =ismd vemilanon. wmh or wltboul ox> gm. may ‘W Wumyi wd Wtive P-m

respmrion maybe ksmble If @mOnaty cdana Is present. The narmffc JJimg0ti5t naloxone ‘*111

markedly reduce :he Jegec of respiratory deprcwom md 0.4 [o 2 !ns should h dnmistered

prompdy. preferably innwanously. [f ,Ae dcsmcd dcgmc of cotmtcracuon ‘wifb improvement m

reSpIrJIUW furxnons is not ob!amcd. ,%doxone should be repeated x 2-10 3-mrnute inmmzds. ‘Fne

dutatmn of action of.~e mfagomsf may be bncf. K no reqxme IS obscwcd ader 10 mg ofnaloxone
have been uimImsnate4 *JC diagnosis of pmpuxyphme toxicity should be qucsdonaf. WJoxone

may also be admmisuated by continuous mmavcnous intiion.

Traafment of .+opqphene Owdosage in Pediatric Patients

The ‘wJal !mttal doss oi naloxonc m pcdiatrtc ?ancms IS 9.01 mykg budy wqbt JW’en

intmvenously. If this dose doei not result n the &!smcd Jegce of climcd :mpmvcmmc. 3

subsquent increased dose of ‘0.I mgkg Imdy wetgbt may 5s tilmswcd. !f m IV mule of

timmtslmnon IS not avaliabie. rtaioxone may be *lnlsmr=J PM Or @CUK+IICOMIY m ~ivld~

&we. If ncccs~, naloxonc can be diluted with Smle wat= for lnjml!on.

Blued gases. PH. md deco’olytcs should be monitored :n order that wldos!s md my elemmlyle

dmurbancc present maybe conuted promptly. +cldosm IIWXM. md gcncrahzed (3S dcprcssmn

pKdlWW !0 !he development ofctilac mhydmua$. Venmculu tibnilanan or cardiac UTCSInmy
uccur md neccesmte [he full complement of cardiopulmonaq’ mStJSCIUIIOn I C?R) rncu.urcs.

RcspIratoIY xldosis rapidly subsides w vennlanon IS rcsomd md hypcmpnn elimmatai. h! hcr!c

widosls may rquue Immvenous blcsrbonam ior pmmpl correcuon.

EIccmxardiogmphic mooitonng !s ess.mtmi. Prompr corrccnon ofhypox!~ wtdoms. md clecuuiyw

disturbance ! when presm!l ..dl Wp prevent [hex cardiac compliunons .md .VIO lncrcmc :he

e!Tectwmess of Agents admmmered to r=rorc normal ardiac Iimcrron.

[n addimm to the we of a narronc Jnta80n1SL Lhe panmtt may requn’c careful mrmon vi[h m

anuconvulsam [o control convulsions. .Analcpnc drugs I for example, :at~eme or mpbe!aminc)

should not be u&ed bewsc of [hew tendency 10 prmptf ate con~k ions.

General suppumve mm.$urm. In ddinon 10 oxvgen [ncludc. when nccesmty. mtravcnous Iluid.$.
vasuprcss.ar.inotyupw compounds. .md. when inikcuon ,s likely, mU-tniU1lVe J’&llts. (ias[nc

mvage may be usclid. md ~cuvated charcoal LWI .dsurb J ug.m lhrrt uttount of !n$esmd

prupuxyphcne. Dmiysis u of hale vtlue In powonmg due !O propox:phene. EtToro shuuld be made
to Jewnnme whethct >ther ~gmts. such x dcohoi. bwbmmtes. mnqud!zws. or ,Jrhcr IXS

dcp-ts, were JIso mg.esmd. since :hcse Increzse (Xi &pressIon m well m cause spcc; ric !OXIC

efk!s

Symproms of .~cewwinophen Overdosaqe

Shonly Jtler ord ingestion of m ovetdose oi wetxtunouhcn md ior dIc Y hours morcwz .UUSC’.L

vomlung, diaphorew. &neml mdtisc md mdomnml pam bavc been nowd. Tl!e paocm may [hen

-I IW -p~m~ but @ld~ce or liv= dys~ctlOfl may ~omc WPmenl UP [O’~ hO~ ~W
[ngesriun. with elcvstcd scsum uansanvmse md Iacnc Jehydrogcnase Isvels. an incre=e m SCTUM

bilirubm cancemmnow ti J pruiongcd prwhmmbin rime. B km hq~c f~l- ma? -It

3 to 7 dsys after overdosage.

Acute renal failure may xcompany the hepanc d@imcuon d has been noted in panems who dp
not cxtubl! stgne of fuimmant hqalic hdurc. TypIcdly. mml ]mpamnml M more appwcOt 6109

days tier mgcstton of the overdose.



REFERENCE
SIDE BY SIDE INSERT COMP.4RISON
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Treatment 4 A4-rtammophm fAo-dam#e-Actmmmoplmn In
m-me ovwdosxge may MUM hepncie tomc!ty in me pntw.nt-s
In dl cwcw. ~# wspu!ml ,wenlcnr, tmwwdinr.lv .0{/ w.,. ,wm.oi
pt$t..ou renter w the Rwkv Wow,, hwn Pwsnn Centrr v M I}.?
wmhrr r600.32w31 15) for mnwtnnm in dijtgmmts mrd for dim.

liwts in the Ime of Wnc+tvlcynte!ne ma .In .ntnlotr.
In ndulfn. hepatic tnxwny hs* rarrlv been n.pm-ccd with acucx

om?rdonex of less than 10 z .nd Maiihea w!th less t h“n 15 K
[mportnntlv, ynunK ch,ldr*n .u.m to he mor. r.w+t ant than
:mlultx to the hopntotomc ell’twt of .n memmm. phe. ,werdmr,
IIw!MI<. }hi*, ih. mmmurm .tttlinrd lh.low .hm,hi 1.. ,tsit~z!tml ,.

my ndult o, pcdinlric pntirm. wqwctcd 0( IMVIUE mm. wrd m
acetammophe” .vprdme

suause clinical mxi Iatmratnry ev!drnm? {d hqrntic mxicitv ma.
not he apparent until HI to 72 houm Pnmmcesrion. liver funcmm
Wu6ies ,hould be obtmned in, tially and repeRtei at 24-hour
zhteiwds,

t“ons,der empt.mnq tlw .tmmmh pmmptlv by Invnqe m hv !.duc-
tie. of emc.su with syrup.( i- p.tie. tn. ~.m.~.( llw q.nm
utv .f., drua mgentui m-e nnmn.uslv mu+mhl., Thcrefow. N ..n
acetrtmlnnphen mw.jonz IS .unpcted, ,, .erwn .cct.m, no fih. n
resay should he obtained .s emfy as pnnmblc. hut m ~mw than
4 hours follmvmg ingestion. W nntvhw, .N-ac@+mei”e, should
be .admnu$tered an enrlv M pnnmhle. .nd within 16 houm of the
overdona mgmti.m h .pcmtsi r?sulL3 F.[1.wmq mmvwv, Lhem
arc no restiual. structumt. ,or functinmd bepwIc abmjmalit!~.

AmXlAl. TOXICOLOGY
nteacuw tethald~of thehtimhlnndeznd nnpsylntr.altx

.{ pmpmyplwm w.re d.xen’mmd in 4 spcmm. 7%- results show.
!“ Fi~n. 2 ,ndicati that.conarr,olnrhaxis. the “apnylnte .nlt IS
Iesn toxic than thehydwhlomde, ~ismaybd,tcm the mhwiv-
i“wluhn litva”d mtidtinkntto no f~mxwltene nzpsylnw.

. .—
S.me !ndicntmn of :ht. relmtve tnsoiuiulilv .tnd ,,vnrdcd

alwmrptwn of prnpoxvph?ne nqmylste wne obtamrd hv m!..sunnx
plasma pmpuxvphene levels m 2 Pup (of 4 dngs f.11.wW ‘,r~l
.dmmmtmhon o{caummlard(- ,,fthe 2 salts. .+. show” ,n ?lK.
ure 3. the peak” plnsma rmwentrntirin .hwr.ed w!lh
pmpxvphene lt~mhlr,nde w.. much l>tglle?thnt, thmmhtamd
Ilk .dmmlstmtivn .f I he napsylnt? wilt.

Althouah nom of the anmmla m thin exponment dmd. .1 oft he .l
d.g~ aivmr pmpoxyphene hydrnchhw!de exhibited convulmv*
seizrn’en durnw the um.s $ntmwd mrrespnndiw rn the wnk pl..-

ma levels. The 4 !wnmmln mmving the napsvlm.? cnltwrcmnldlv
Iutmc hut not xtn.rly III.

pi~m 1, F1..mn prqmxvph.tw mnrr.tmt!ons in dnux l.ll.w-
in= 1.- doaen ofthr hwlmchhmde ,md .~p. vlam .al M.

Trurmcnl of .Ac8tamin0phen Owdosagv

Acaarninophen u ncmmve ovmdosage may c= hcpauc 10XICIY ln =me p~~s. [R ail cWU Of

surpccfed owdow mmediatefy call ,vowr rev’onai Pouon CCRrW or rhe Rx@ .wutaIn POUon

Cwer ‘J roll+- number/800) 52S-611S Jor ~slsfonce ln If@n03u Ondfor~ir-o~in[hew
Of.V4CC@?’Stelne as an unc,dore,

in xlu!ts. hcpanc toxicity has mrcly been v~~ wi~ xuu OV~o= Of I= * 10 g ~ ‘tiiti~
wtth less than 15 S. [mpommttly, young chlldm ~ 10 * more r=l~l t~ ~ulU ‘0 lhc

hepa[omxlc eckx of an &ctat’ninophCn overdose. IXspIU his. tie measures ouIlincd bclow should

be m]tiacd in any adult or pediatric pactents suspected of having ingested m acetaimnopha
overdose.

Secause climcal md Iabwatoiy evidence of hepauc toxicity may not be oppamnt unnl 4S 1072 hum

posungs$tiort, liver tiction studies should be oblamcd initially md repeated x 24-hour intewals.

Ccmsidc? emptying fhe stomach promptly by ktvage or by induction of cnwss With sw of ipefxw.

PatIems’ esttmaccs of the quanuty of z drug ingested m notonousl y unreliable. Therefore, If m

acemrninophen overdose is suspected, a serum acctammophert -y should be obouncd u early u

possible. but no sooner M -! hours following ingestion. The anndote. N-acciylcycreme, should be

dmiicmed as dY M posmble. md witin 16 ~~ Of the DV~O= WstlOn fOr OP~mA ~u[ts.

Following rccovq, there arc no rexiduai. ;truccuml, or funcnortal hcparic itbnormalittex.

ANIMAL TOXICOLOGY

The acure !ethal dosm o!’ the hydrcchlondc md napsylate salts ot’ prupoxyT.hmc were Jelcimincd
~ ~ WI=, ~c -lM S~w i“ ~W ~ i“di~~ (hare on J molm ba,s!~ tbe mlpSyhCC SSdtIS kS.9

toxic rhan dte hydmchlonde. T!us maybe due ro the relauve msolubiliIy md retarded absorption

LD.. imwkel - SE

LD.. [ mmobkg

Pmpuxyphene %opoxmhene

Spcclcs Hvdrochlonde Naosylae

Moue X2 z 39 915z 163

0.75 1.62

Rabbit Ca 32 >183
——

0.2? =4).32

Dog m 100 >183
——

(0.27 X),32

I%W9 3

,.2,3 +.. i_..

●� w.-. **k some mdicat]on of the rdaove !nscdubtlify md retarded tisorpt!on of pmpoxyphmc napsylac was
r.-,— .) -“~, obtaumd 5y measuring plasma propoxyphcne levels In 2 groups of J do$s ~oilowmg oral

admimstmoon of qumolar doses oi .Je I salts. .+6 showm m Figure 3, [he peak pi=ma

concentmoon observed with prqxxyphcne hytimchiondc was much higher than tbu obtamcd ~t?cr
drmnisomion of rhe napsyk.!e salL

* *i Although none of the .uumals n lhls expcnmcnt died, 3 of the ~ Jogs qven pmpx~h~e

Y
hyirochlonde exh!b!red conwdswe scmres Jxing the lime ntcmul corresponding ID the @

o plasm levels. The 4 ammals reccwmg Ihc napsylme salt were mildly uamc but not Mutely Ill.

Figurt 3;
.- —.. — —-,- .

Plasma pmpax~hcne conccntmcions In dogs following large doses

4. !,. o i the hydrwhlonde d napsylatc salts.
,-,

Mm w

Dnrvncet-@ Trabiets I No 18S01am available ,m [
I F

[Figure,] ‘q
The 50 mg tible!s m-e dark torangc. capsule shai=i. !iiln .~P.J@d.

.nd impnnmd with the .cnpt .L,lly - .nd “Darv~.-t.,V 10 ,m
one mde or the tnblec, using edtble black mk. They me Watlaille

I .“ ,Il,,”w.% I

Oottles of 100 (RxPak”l YDC WZ.0351 .IIZ I TA IWO I

Dmwcet.@Tableta (No. 1S93) .re nvmlrmle ,. I

I
memlm,tablets m? dnrk orn”w, capsule *haprd. !ilm ma!-
and ,rnpr,”t.d wtth the .rr!pt ‘LIIIY - In ,m. .Ide .Ind
‘llnrwn-.t.N 100- m Lhe other wde .f the tablet. Usma wlildel

nl’c ,1vnilnble N Mlnww I

i%ttle *f I!M tOaP~k’l ?J04; WOW)363-02 I TA 1.9WC!

riot! le. !)f 700 NIX 00tW1’16Wfl ,TAIS%II
Il)t 10IJ WX 0002.0363-33 IT,\ lti93 I
IJ)t 5W NIX 0002-0363-43 ITA 1S93I
RN: 500 XDC 0C432-036W6 ITAM931

:~~= ~. IM4 h. SamP/ &uuwl
— ms

yiate ond .Acctammoohm I abie[s~.w Sulcs LSP)

(L’Ontamm~ .00 m? pm poxyphenc napsykdc Jnd 325 mg .<ccmmmophen I I

m-— -. ‘“

Stare at mmrolied mmm rmnperotur., W m .A6.F, M. to 3WC 1.
CAUI’1O N-Federal , USA) law nmhjbirn ,disommnc w,thr,ut

prewripclon.
~Ie rollow!”~ !rtbmation.[ncludi”# description ,>( ,ioaakr?

forma .nnd the m..ttmm d.,ly dauga of e.ch, ,. .vatlahle III
pnuenti r.?.mvme Damon m.ducra.
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. comam pm!?exyphme plus xemmnophcn me prescnbcd for the relief of pm or Pam =c!itted

~lS DRIIC. Mnke mmr your doctor knww jr YOU nre takmu
Inmqulfizers. sleep ads. antujepn.woms. ,wmhiatmmnrq, or ,tnv
uthcr fltmgs that mnke ynu sleepy Comhinmtg pmpoxypbene wwh
alcohol or th~ rirum m ext-ewive dew-s ,s ,itmqernun.

Use mm whale dnmng a car .r usmq mnchtnm mmd -you w lnw
e ever had m allergic reaction 10 pmpnx~hcne or

the drug ntTccL, you bscnuw pmpxyplwne cm nmke WI *IC+PV wemmmophen. The eITcct of propoxyphme in pcdmnc panmts under 12 has not been sfudicd.

Do !,.1 take mnre O( the dmc than vmm dwmr prncnlw.d. fkt.’n. Tlwreforc. use of the dtug in this age group m not rccommmded.

dcnm hns mzwrrd when paurms have !ske. pm~~hene lor n
ICWXKpe.nd or time at dmm grea~ than recommended,

The rest of this Ientlet EIven you mom ,nfrwmntmn abut t increase the wnount YOUtie ~tio~ ynuf docmr’s

Jppmv ai. [f you miss a do% of the IJmg. do not t3ke twice u much the nexr umc.

f+fxks amtnining On- JW I* for the n.lief.t mthl tn M.
rats pntn. Products thnt contasn I)nrv”n plus ampurrn w
timumphen am pmm’+bcd r-r the relie+.~ pm. w pnm ,amrma
With rkv’er,

I Sfnke mm .mur r bad m allermc I
I reaction tn m-&mmh. . . . asmrm. & wetmnmoohrn.-%ma fen% I

(of proFoxypkc& p&iucti mntmnmp, nn U, Imii rdiwe [he pm”.
Your doccar should be sdvised if you hnv. t hist.g ,A_.Iccm m tf

you me tskmg m %ntl CIMl@nnL l“biood !hinn~r ~ 7%* mp,r,”
mn.v i:mlatc the s.fnmach limnq and mu.v mu.w hleedinq. Pnt’!ncu.
lnrlv rf an tdcw m pmsmw .\iso hieeding may ,mur !f YIU ,Tm
tekinr an :lnticoagulant. 1“ a mall m’ouo or mule. mmnn mnv /?
cnun nn mshnm attnck. [f you WJ one of th”.?sa”LHW!PJe,he *u%
your drm~ dcwx not mntmn .mpmm,

‘f%@ ctTect of pmp,mvphene ,n pediatric patients under [2 ha”
not been ,twtisd. Therefore. use of (he drug in this Jge group m
not tmcnmmended.

Also, d“e m the Posslhie nmo.mation twtww” wp, rin ,mi Rrvc
Syndr. me. thow prnpuxypherw !produc?x mntntntnc asp, nn
.bould ,Iot he given m d)ihimn, ~nclatding lewsa~m .,81>cl,, ckm
W*II Or fh unlem prcscrtbed by n physimnn. The :OIIOWLV*K
pmpnxyphene product cortcmtws Mptrim

Damonm Compound.68 i Pr”pnx}~hene Hydnxh[ondr. \sp,n..
lnd CmT~l

Mow to Take Oarvoa L
.

FA1OWy<,”r ,toct,, . CItrvct,,,”, .W. [1.v mm I mcr(.:we the
;tmount .vm lake without your doctor’q ,nppmwl, [f ..(, rn,w ,,
dose of the drug, d“ not rxke twim m much (he next time,

Gawt’al Cautions
Nenvv w of alcohol wtth pmpoavphme !. hm.mdmm and mnv

Icud to nv.=nfonnce symptoms w ‘Overdo w- below, TH El{E.
FORE. LIMIT V(XJR INTAKE OF .ILCONO[, WIIILE T,\ K-

INFORMATION

for the relict’ of mild m moderate pain. Products that

Rsgnancy
Do not take pmpox~hsne Juring pregnancy unless ynur dnaor knOWS You ~ Pm-t ~d

sp-ltically reconunen& its use Cwes of temporary dependence in [he ncwbom have occurred

when the mOLher has :*M Dmonxvnhmc consistently m the weeks before deli~er’y. .% 1 gcnemi

principle. no drug should ~“ t~cn &rmg pregnancy ;nless I! is clewly ncces.saiT.

GENERAL CAU170NS

Heaw w of alcohol WKII prcqmxyphsne is h.zmtdous and may lead 10 ovcrdosage symproms I see

OWROOSE bC]OWl, THEREFORE. LLMfT YOLR INT.WE OF .ALCOHOL ‘-WILE TAKING

PROPO.XYPHENE.

Combinations oiexccssive doses of pmpoxyphene, alcohol, md tratsqu!lizcfs arc dangcrnu.% Mike

sum your doctor knows if you m mkmg uanqu] Uizem, SICCP JIdS. ~tld~~s~t @s.

artthisutmtncs. or any other dregs [hat make you sleepy The usc of !Aess dregs with propnxyphcne

increases fhem wdanve effects md may lead [o ova’do=ge $mPtOms. lnc!~ng de~~ (See
OVERDOSE b,2i0W).

Pmpo~hcne may cmue dmwsmcss or Tmpalr your mental mdor physical ablliu=, lherefore. uss

cau!ion whsn di%ng J ~diclc or opcmung dangerous machm~. DO NOT pcrfmn’t my hazafaous

tssk utml you have seen your response 10 this drug.

Pmpox~hene may mcrcasc the concctmmon m the NY of mcdic~liOns. s~h ~ ~Ilc0a31Jl~W

(“ldund !hinncrs’1, arnidcpressanrs. Jr drugs used for epilepsy The result m+’ be cxccssive or

tivm.e C.ITCCISof thcss mcdiczwns. ‘@c SUN your doctor ktWWS lf :?OU= t*nS ~? Of th=e

medic.mons.

DEPEXDEXCE

You cut become dependent on pmpoxyphene If you [tie N m higher dmn recommended dosex over

J {ens pmc+l oi!tme. Dependent: is a feeling of need for the chug and a fcelmg [M you camel

ptibml nOrnItily w)[hout 11.

?

ovcrdoss of m x hem. one or wtlh other dnqs. including .dcohol. TI’UV cmse weakness.

di tTicultl y in breathm’g. cnntusmn. mxtery, md more severe dmwsutess and dizziness. Exrrcme

overdosage may lead to unconsaousncss and death.

[f (he prmpoxyphcne pduct cormns mmnunophen. the oVe~Osa~e YPtOms I=lude na~=

I

vomiting. lack O( xte, md Mammal pm. Lwer damage may occur CVM Ifim symptoms

disappear Death cm occur dzys Iarer.

1. [n my sus~tcd overdosage smmuon. conmz! !our dOclOr or nemws hospital emergency mnm.

GET EMERGENCY HEL? [MMED[ATELY.
t

/
KEEP THIS DRUG <ND J.LL DRUGS OUT OF THE REACH OF CHILDREN

/
POSSIBLE SIDE EFFE~S
whm propoxyphcnc ,S mkcn ASdirected. side etTecrs wc ,nI@UenI. .tiOng ~hOScr90fl&~ ~e

/ dmwsmcss.. timness, nausea. and vommns [f these e!TcctsCCCIX. I may help If :/OU I ie ~O~Vn ~d

Y.u cm l-come deiwndent m prnpo~yphene !I’ ..,, rake !1 I,, /l
I=:. Less %quemly reported stale etrem MC consnpauon. tiommid pans- skm rmhes.

Iugher t h:ln recommended ,doww over x long permd ‘,f ttm*
Iighthexkdness. headache. weak.ness, hdlucinat!om, mmor .Isusl disrwbancm. -d fmlings ot_

Oenendtvm is a L+inu ,,i m+ Ior :he dnm md I f+ne that eiauon or dwcomfom [f s!de etTwsoccurrmd concern YOU,cOnt=l !’CAMd~tOr.

di$npvnr. Drnth can ,wcur dow later
When Lhe pmpoxyphena product contmna mmr! n. Wmrll#,m~ ‘II”

tnklnu tm much of the dmg mc hmhcbe, tdizzmew nnmnc in
the rum. ditliculty in hctwmg. dim vwmn. c.nhsmn. dn)w=tn?.s,
.n. cnt, nq. thtr. t. rnp#d breath?.E. anum. a. vnm4t$nu. lnd.

ocrnstonaily. dinrrhex.
[n anv wmp6.3ed nv.rdam~e wtuntton, cmmct ,mur dc.mr w

nramst hospital emerKency rwm. GET ENEIW EN(X HELP

KEEP THIS DRLIG :\ND \LL llR~CS OLW IIF TH
REACN OF THE PEJ)IATRIC W) Pf’L\TlON

p.aasiblc Sldo Etf*ta
when pmpo~henc m taken u directed. +de .tTecl= Am ml’m-

qu..nt. ‘lnnmu ttmw mpmted am druwtincss, dizzmwss. IISUS?R. JmI
VDm ItmW Ifthema ef%ccammtr, it may help ,r}- Iirdtwn nnd w~c.

L.3s9 fmqwntly rqmrted wde t.fletw aw rmmwtattm. .i-dommal

vm.. .ktn mdwc. lighthmdednesm hesdacba wmknem. hnllwma-
lUWI*, Inltwr \+nunl liin~ ad r. or .+MM or diwmlnrl

[r side ellccu nccur mid mmmm .-. mntnci vow dc.sor



SIDE BY SIDE INSERT COMPARISON

Othw Inrormti
lh .afo and MToctive MRQof nmnoxvt$hww dwmndn m vnw

tnkin~ it .wmtly m din-cud. ?ht~ dr;t’r ham h.&n prmcr;hd

*~lfl~@ cur.~ ~nd your pmwcnt .xmditnm 00 ,1,* cwe Ibis
dmg to othem wha MY have wmdnr ..ynptoms, f)n mu use it f.r
anY m her rerun”.

[f you would like mnm mrmmat,on Awut pmpnvvphww, .wk
row doctor or pharmacist. ‘1’lr,v II:IVP a !nmm tdvucnl Icnllet
pm fessiamd Iabp{ingt .m may wind.

~

/

OTHER INFORMATION
The safe ml eticctive ux of pmpoxyphcnc d- on your taking it exactly M dimctcd. TM drug
m been prcsaibcd SpCCItiCaIIY for ym and your present cmmiition. DO not @e [his dIUg 10 Oth~

who may have simdar synp(oms. Do not use it for my other reason.

[f you would like more information abnut pmpoxyphene. .md wk your doctor or P~~is(. ~eY

have a mom technical Ieailet [professional labeling) you may read.

Dn+aKcForm Tabletsand Capsules

Shape, Color, a-d %nrkng: To bc determined.

Storage: Score w IS” - 30”C (59”- S&F).

Q7j iapcnse in a tight, Iight-rewtant container wub a chdd-rcsmmt closure.

,Mmufamued by:
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Differences between the proposed Mikart labeling for Propoxyphene Napsylate and
Acetaminophen Tablets/Capsules USP (100 MG/325 MG) and the approved insert labeling for
the reference listed drug, Darvocet-N (100 MG/650 MG), manufactured by Eli Lilly and
Company.

1.

2,

3.

4.

5.

6.

7.

8.

9.

10.

11.

12.

13.

The reference listed drug insert is bar coded, while the proposed insert is not.

The reference listed drug states “PV 1517 AMP” at the beginning an at the end of the insert,
Mikart’s proposed insert has a “Code 000000” at the beginning an at the end of the proposed
insert.

The reference listed drug also states “Literature revised November 11, 1997”. The proposed
insert states “Rev.08/99”

The product name for the proposed drug product is Propoxyphene Napsylate and
Acetaminophen Tablets/Capsules USP (100 MG/325 MG). The reference listed drug
name is Darvocet-N 50 and Darvocet-N 100.

The reference listed drug insert addresses the mg and ,umol dosage amounts for both active
ingredients in the Darvocet-N 50 and Darvocet-N 100. The proposed insert does not.

The proposed Mikart insert label contains the statement “RX only” as required by the FDA
Modernization Act of 1997. The reference listed drug insert does not contain this statement.

The proposed insert has the description, structure, chemical formula, and molecular weight
of acetaminophen. The reference listed drug insert does not contain these items.

Under ACTIONS, the reference listed drug insert reads “Darvocet-N 50 and Darvocet-N 100
provide the analgesic activity. . .“ whereas, the proposed insert reads “Propoxyphene
Napsylate and Acetaminophen Tablets/Capsules provide the analgesic activity. . .“

Under INDICATIONS, the reference listed drug states “These products. . .“ whereas the
proposed insert states “This product. . .“

Under DOSAGE AND ADMINISTRATION, the reference listed drug states “These
products. . .“ whereas the proposed insert states “This product. , .“

The dosage of acetaminophen is 650 mg in the reference listed drug, Darvocet-N 100. The
dosage of acetaminophen in the proposed product is 325 mg.

The reference listed drug refers to Darvon. The proposed insert has replaced the word
“Darvon” with “Propoxyphene”.

The reference listed drug insert addresses the inclusion of aspirin in Darvon and the
precautions and dangers regarding aspirin. The proposed insert does not address aspirin in
any way in that the proposed drug product only contains propoxyphene napsylate and
acetaminophen.



14.

15.

16.

17.

18.

19.

20.

21.

The reference listed drug insert states in the Overdose section “An overdose of Darvon. . .“
whereas the proposed insert states “An overdose of propoxyphene. . .“.

The reference listed drug insert states “KEEP THIS DRUG AND ALL DRUGS OUT OF
THE REACH OF THE PEDIATRIC POPULATION’. The proposed insert states “KEEP
THIS AND ALL DRUGS OUT OF THE REACH OF CHILDREN”.

The reference listed drug contains a Selected Darvon Products section. The proposed insert
does not.

The proposed insert has a Dispensing section. The reference listed drug insert does not,

The reference listed drug insert reads “ELI LILLY AND COMPANY. . .“ whereas the
proposed insert reads “Manufactured by: Mikart, Inc. . .“.

The reference listed drug contains Figures. For the purposes of this petition, the proposed
insert does not include such Figures; however, these Figures will be included in the final
labeling for the proposed drug product.

The reference listed drug states “GEli Lilly and Company 1972, 1996”.

The reference listed drug insert has “PRINTED IN USA”. The proposed insert does not have
this statement.
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